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Monoclonal antibody to growth factor receptor is prepd. by using 
soluble substance of human cancer cells as iramunogen. Also claimed is 
the c-@erbB@- 2 monoclonal antibody which reacts specifically with c- 
@erbB@- 2- related protein and produced by a hybridoma formed by fusion 
of mammalian bone marrow cells with mammalian immunocyte immunised 
with culture supernatant liquor of human raastocarcinoraa cell strain 
SK-BR-3. 

USE - The antibody reacts specifically with c-@erbB@- 2 related 
protein and it is useful in diagnostics and as an anti-oncotic for 
therapy of adenocarcinoma partic. mastocarcinoma (claimed). 
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(57) [ggj] 

VJctOg^Snc-e r bB-2HSgeMC^S«) 
KK^TSSi c - e r b B - 2 ^ / ir D-^Mattti* 

*8$ia{m, c-erbB-2 KaSfiStC 

&m\z&fc-r%££&®mtvT%r), mz% 
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I 

imxm i ] t b&mm<o busk,®* MHmt vxm 

[»Jfc«2] hhaJSaBfia«SK-BR-3«)S$ttffl 
©»£lt<kDJ&£$n*:/W:/'J H-TlcJ;Dlg£Sn 

c-e rbB-2m&m&mz®m\zR%rrzzt$: 

mitTZttc -erbB-2*/* O-^fttt. 
[i*S3] ;W^UH-VGFD-OA-pl8 5- 10 

i mxmmmmi 2206^) 2121$© 

[IfjRSM ] 2 KiBf*©ft#£&fU£#£ 

[»*«5] »*«2fciH©0*i#^^4i-<i:UT# 

[0 0 0 1] 

[£8±©*|JJ8#&] *389!tt. SW^KRl^teSt^ 

ttSWfclic-e rbB-2§iagaKJc»TS ; Ey^ 
a -^;i4a#©®>§#ftRtf 1*^ / ? a -*-*tttt£N 

-rs. 

[0002] 

ttgagy >sffc»*)- s*©#titw&te 

ttSl^a ^©5%. ±&mm^&mi" (ep 
idermal growth factor, EG 
F) if£EGF©g$# (Hr^-) 
ft&3-FT5fflaa^£LT^fflSnfcc-e r 
bB-2SG J f' [Yamamoto, T. , et. a 40 
1. , Nature, 3 1 9. 230-234 (198 

6) ] ©S5®fc^g<8re<&*p 1 8 5fifc^tt. m*o> 

r bB-2®fc^©li<g#&«>SnTHS. Jl© 
c - e r b B - 2 »eT©ii4Igg?a*. *©&«, »fc 

[S 1 amo n, D. J. , e t a 1 . , S c 1 
ence. 235. 1 7 7-182 (1987)]. 
[00 03] c-e rbB-2Se?tt. -fc>St&KJ: 50 



ft$¥7-5 9 5 8 8 

2 

0 E G F l^fe^HBe? t«{H©«ljS^S)®e^ £ 
UT56Jt.£n [S emb a. K. , e t a 1 . , P r 
oc. Natl. Ac ad. Sc i. U. S. A. ,8. 
2, 6497-6501 (1 98 5)]. NjfcSg©^ 

f-<t>\Z*A,kW$&*9* ^fcEGFU^-t© 

75/sffijii©fflrattdt4 4%tss<, nmnirk?* 

-©»€£UTV>*t#AenTV>S. SfflG?©«Blfi 
|»i F * -f" >ttgfij©^— If F ^ <f > t C *«®M«| F 
/-f >i«fc0fc9. «5#tt75yKEJ»JIC*V>T, EG 
F l/-t^-®*^— ■ tf F;*-f > 1 8 2 %©ilSVMlHte 
£^T. ^*tt«|S|ttJ:-€-3 2Xt^»<SV»*t, C**g 

ft<<D*T-vm&mw\zm&t%x*>nz>3mo?u 
-»jss*t. ^n^nEGFt»j£rr5te@fc«#sn 

T^£. c-erbB-2tCfll7'f>;t-^ 
&©5)I.lfc5y h©fiSSe^n e u [Bargman 
n, C. I., et a 1. , Nature, 3 19 , 
226-230 (1 98 6)] tfflffitt#ii5<, 
MCiitt-Sne utt hC*»?£c-e rbB-2t 

«. ^uae^smL/Tv^fewt^nsnfc. sic. 

c-e rbB-2tt^adU8 5kd©*€$©1$S 

S^gsnfcJH^fil 4 0 kd <fc0*vfc0;A:Srv>;ii:*» 
6, »«©<£&Lfc*>/^RT;j5££it£3nfc [A 
kiyama, T. , et a 1 . , Science, 
2 3 2. 1 644-1646 (198 6)]. -tUT, 
£©*>/^graKf&«l*mi5V>T, f->D>l;^ 

[0 0 04] c-e r bB-2©^St^«Stt (h7> 
All) tC^Ttt. 75»h©neufi{Rf©h 
7>X7*-AW, aSBSIgfi3a<H«»CfcAc-r)©^ 

®#Sn5fc©T&5££#9]£jM:&D [B a r gm 
ann, C. I., et. a 1 . , Cell, 4 5 , 6 
49-657 (1986)]. £©£ fc#S c - e r b 
B-2fc^ViTt>. 2tf£-T$6 5 9#S©7S/$*V\' 

tneujSe^t^lC. NIH3T3«B)a»C»-r*h 
5>X7*-Atg£g#T-5£ffift2nT^S [Di- 
Fiore, P. P. , et a 1 . , Scienc 
e, 2 3 7 , 178-182 (198 7)]. C 
*«©**$ F*< >£*<@IC*»a-tr<5g|SI;:<koT 

*>, taia©^<t o nii^fc©©. »sah7>x7*- 

-e r bB-2tt,fc9i^r-7>X:7*-Afg£&#-r 
SJlt^T^-S. Jin6©h7>X7*-A|g&S#b 
fc^Ttt. ^Tnt)C-e r bB-2^>/5i/f|©9 1 D 
-»U ^KftStt^i^UTfeO [S e g a t t o. 
O. , e t a 1. , Mo 1. Cell. Biol., 
8., 5570-5574 (198 8)]. c-erbB 
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(3) 

3 

[0 0 0 5] V>£-^>©?SttftiLTtt, Jte?<DiQi|@ 
A^^te.n«>. C©AICt>WTtt> SV4 0 7 r Dt-i' 
-fc-3&V»!Kc-e r bB-2lt NIH3T3SH5 
>X7*-A-r*i£tt£8fcfct^ N I H 3 T 3fiHIfi 
«f Tf^A^nfc S V 4 0 ^Dt — 9 — c - e r b B 
- 2 fi^CDigigSjg^ U *©$)W±#-r<5 £N I 10 
H3T3«aiStt. r>7>X7*-AL£?&H£*-rj;5 
Z<DZ£frt>. c-e r bB-2©^3g:R 

[Dl-Flore, P. P. , et a 1. , Scl 
ence, 23 7. 178-182 (19 8 7) ] . 
[0 0 0 6] c-e r bB-2©thSfcfcttSjte? 

[Yokota, J. , et al. , Lance 
tj_. 765-767 (1 9 8 5) ] . aHKJcr>V>T 20 
tt. t h*L«fcR»t&*©J8*BUafc. c - e r b B- 

2<Dm&?mmt>wtbz>tizz:t [King. c. 

R. , e t al., Science. 2 2 9. 9 7 4 
-9 7 6 (1 9 8 5) :Yamamoto, T. . et 
a 1. . Nature. 3 1 9. 2 30-234 (19 

8 6)] &*-?\t%mt&'him®n^i&<D— o-q 

om^-V, c-erbB-2 m&?<DM^&M. Z ft, * 30 

KZ.t&7fiik2ftXUS [S 1 amon. D. J. , e 
t al.. Science, 2 3 5. 1 7 7-1 82 

(1987) ; K r a u s , M. H. , et al. , 
EMBO J. ,6., 605-610 (198 7) ; Z 
bou, D. , et al., Cancer Re 
s . , 4_7_, 6123-6125 (198 7) ;Vlj 
er, M. , et al., Mol. Cell. Bio 
1. , 7^20 1 9-2 02 3 (1 9 87) ;Guer 

in, M. ,et a 1. , OncogeneRe 40 
s. , 3, 2 1 -3 1 (1 9 8 8) : A 1 1. I. 
U. . e t al. , Gene Res., 3^1 3 9 
-146 (198 8) ; T a 1 , M. , et al., 
Cancer Res. , 4 8, 1517-1520 

(1 9 8 8)]. *»icfev>T&&ffl5*<?^i^©#i 

g&#frS«IlnUfcDNA£flJV>T, XOyb' ?Uv 
hSfc-e r bB-2Sft^©it!«f?:&g*U 1 0¥ 

K«t*itf» mGr?®m<on.e>fttcw-v\mt>fr\z?&w 

gfrtjfc. [Tsuda, H. ,et al. , Cane 50 



^¥7-5 9 5 8 8 

4 

e r R e s. , 4_9_. 3104-3108 (1 98 
9) ] . 

[0 0 0 7] K±«<fc5fc*£<D*Tifi4rm, c-e 
r b B - 2 * >nt mzW$%im*?*iJ V O-^JHa 

&&&&mz&oT&ir?zjjmm%i<ft-o-3&r> 

[Masuko, T. , etal. , Jpn. J. Ca 
n c e r Res.. 8_0_. 10-14 (198 
9) ;Yamada, Y. , et al., Jpn. 
J. Cancer Res., 8 0 , 1192-1 19 
8 (1 9 8 9)]. c-e r b B - 2 gBSGM&Sig 
trf£ffi#£bTfc, CTA«c-e r bB-2fie^O 
C*^®JfK£8SITS# , J£'0-;r-;P$i#. pAbl 

(T4 8 8 1) [h'J b»W**HX>7>&& (Tr 
iton Bioscience Inc. ; A 1 am 

eda, ca) ] \zv*-i>&mm-z#v 

9a-1-)ltiifrAb-i fca->a3*->1r-rx>xtt« 
(Oncogene Science Inc. :Ma 
nhasset, NY) ] ^. c-e rbB-2©llB 
fl-HpW ^SBBWS^/^n-^afl^ SV2-6 
1 r K»a^tB (N 1 t i r a 1 Co. : 
Tokyo. Japan)]§*WtlTW. 
[0008] 

ffi, mzumotemtfemzts^T. zfttmmom^ 

[0009] *%^tt*fc, t r~2U£»9Ba<*SK-BR 

VKDgmmmtoM&zkD&fczfttc/u-Jv k-v 
tctos^n. c-e r bB-2umm&mz®m 

^-rsctsBttt-r*. 

[0 0 10] lECJfcfg^ttlSlffi, &\Z%Mff>mmiRXf 
[0 0 11] #5E9ig£tt> ±g2BMA^«*W&£« 

*ifc*s». tbmmmn-simfcViz&mmtisTm^ 

v a-i-)itiimm%-zzzz.t$:m?tmz, 
t b ajBastettTS •& sk-br-3 lassa* e.±E*i* 

Kft~> Ttt c - e r b B - 2 * J 2 xi—y)\>Wb*.&% 

icdsfru n z. \z*fm \zm? it. 

[00 12] 

m&zm&-rzrzit><D^&] *%w\z£ft\& t r-s 
mm<o t trw i^^t mvutt 

&r/t haffiaaasttcSK-BR- 3Tfc#ufc 

o*asnfc/w^y n-victog^stic-e rb 
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(4) 



7-59588 



b - 2 rajggaHic&gwfcRjs-f * £ t zftwit-rz 

[0 0 1 31 *fc*58Mlc.J:n«, M 7» H-T*G 
FD-OA-pl8 5-l «aiWe^Sfl 1 2 2 0 6 
^) T$5iESc- erbB-2t/f D-^-;Wfii«: 

[0 0 14] #Sg9lia(m, c-erbB-2«aie 

[0 0 15] ETF> #&9I©*/:?D-^;Wtft#©Kj§ 
[0 0 16] #5E91ia<*:©©j§tt> ±E©SD b Hffijffl 

js© wsfctisfc&stisc t bxfflv^ £ h £ fcrnvrntt 
tnmzvxmmxz* zn\z^xmmm^±^ 

(epidermal growth factor 
receptor ; EGFR) . -f >7. U >«^SHtF 
U-fe^- (IGFR) . Mfift^fiB?^^ 
— (platelet— derived growth 
factorreceptor) » 3n--$)i6if 

(csfr) ^ats^sn*. 

[0 0 17] *5EWttc-e r bB-2t;^D-t* 

fc»©-*©SlBllfi «fefi«8l&) tUTtt, th&flSSB 
ftHBHU. S K - B R - 3 fflBa«t D M©*S 

wz\i%m±mmm®&(DMi&\z*imtt.hTmuT'Z 

a> (ATCC) lc3Ff6SttTV>£ [Have 1. R. 
J., et a 1. , J. Clin. Invest., 
34 . 1345-135 3. (195 5) Sf#HS] . 
[0 0 18] ±i3SK-BR-3*aii&©Wi8fc&£fcg 

&m-rZZt#X'&Z> [HAIfHanf land, 
P. , Chem. Phys. Lipids, 1 5 , 1 0 
5 (197 5) ;Hanf land, P. , Chem. 
Phys. Lipids, J_0, 2 0 1 (1 9 7 6) ; 
Koscielak, J. , Eur. J. Bioche 
m. , 3_7. 2 14 (19 7 8) %f&ffl\ . 
[0 0 19] &7jiStt, £QAttWctt. «?7L«±ia* 

gjt®T^gDtma«i^©^@aBte (.&&mw m 
n®®<D&®Mmmm8& (ftmmm tow&mj& (h 

ybridoma) £ftJ*U H*U;D c - e r b B- 

2 sagas £&srr*BrSft#s£s-r * * - n 



^tuxtt. assets wt3irt#j££/vr:/'jF-v 

©iStlimJB-S^ttv^xK*©^®©^©^^©** 

* a-7 h if y 7 4 \,m7ur 
J>AftW<j3 7Kmz&Z774=.Tji?U^hif7 7 

[0 0 2 0] ±SSI-&ai8S©Sjil'feViT^J$^lS, BP 
Iff SK-BR-3fflfia©*J8fc&Tfc££n*«?lS!l 

s«fflBaiifiBiat©a^tt«#eLTS#?-r?.©*w^L 

[0021] ieciJ^Tffl^snsfifttLTB, a 
ismmwftmzm vmmtsnx^z&ftToKmhVK 
20 «-&fiK©g^H^j£<ffiffl-c^s. $mmz\mx.\i& 

1-6 1 3 5 0 #&3B) «<DI3#. #U U e?>> * U ^ 
[0 0 2 2] *fciK-&ttSltLTtt, jl^©fitll©^ 

\zm*)®m2nx\,*z>b<D£&<mmx&z>. m#mz 

30 )k TD^^ftF. jf*^-^7*9»k 

b\ X^-»7J^t:H. Ty^T^ft F^©BiftrISi 
>?7Jk5rt F£i ; ?*^A*£?4^A*fceSMII* 

H. N, N' -m-7i=l'>^K$l ; W7i' 
■i 5 Hft-&«J. 75/»t^-;WSt^«ii(g^$« 
WjHf^vHSF^> 1 /a-N-h Fo*-> 

N-t Ha+^'>M5 HXXx^lB, TSVffii 

*;i^3i?*->^st&75 H^i&s-a-sa^©^^ m 

T5y*JW?3?-f 5 H. l-IfJV-3-y-fV^Dt: 

75/st*^*->st*75 Hts^a**a« 

© 5 HS^©K*ie^J^^^tf ^ ^ 

Sfcp -i?7yx">A7xX;PRg6^©5>7yx«7A7 

•J -jW*^>®Sia«©^^ HIS^}gfi£Sl£:St 

so [0023] ftmt, wAtfv^xstanctoi^JE-rn 
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<5) 



«» ±mft&&M&&mfrm*ttv >mmm (pb 
S£9cb&£l ioo~5oo(tg/v 

mstizmmtt. m^i^^m (fcs) ss^a 

af£©£§£ffl£ifi. *#»ICtt5%FCS8slniRPMI 

-i64 0«w;rsm 1 o~i oofgiciSfigb 10 

> h & 5 w*7 ^ a &m t>« o#9£ x& 
[oo2 4] £&fmmmtmGt<nz>mij<Dmmmt 

«*©*>©. 09S.tfp3/X6 3-Ag8 (X63) 
[Nature. 25 6, 495-497 (1 9 7 
5) ] » p3/X63-Ag8. Ul (P3U1) [C 
urrent Topics in Mlcroblo 
logy and Immunology, 8 1, 1 20 
-7 (1978)]. P3/NSI-l-Ag4-l 
(NS-1) [Eur. J. Immuno 1. . 6, 5 
1 1-5 1 9 (1 976)], Sp2/0-Agl4 
(Sp2/0) [Na ture, 27 6, 269-27 
0 (19 78) ] , FO [J. Immuno 1. Me 
t h. , 3_5. 1-2 1 (1 9 8 0)] MCfe 
lt£2 10. RCY3. Agl. 2. 3. (Y3) [N 
a ture, 2 7 7, 1 3 1 (1 9 7 9) ] 3?©#f&B 

mmmzmmx-izz. 

[0 0 2 5] ±&%mmmt.M%.Wf&Bmmt<DM&R 30 
'Atomism. m%.\z*-ov*9<i>v> (mi 1 s 

t e 1 n) ©2/J£ [Method in Enz ymo 
logy, 7_3. 3 (19 8 1) ] ^fclfsDTfTfcS Z. 

m7L\ti£Vx.?V>>f*)^-)V (PEG) , 
•fe^-ftf-f/lo* (HVJ) ^W#ftTK, S^©i§» 

*?)vx)v**ci' ^©ttt&jws&ssicfcc-cmiirrs 
nfbT^s. %$wm (saisis) fc^^^s 

wnto&mitii* m%<Djjmt&t>*)tf.<* mz.\m 
ntoumnmzttvx%&nm:& 1 ~ 1 o&mim^ 

PM I - 1 6 4 0&i6. MEM%i, -^©fficcoaBBfla 

mmz-fflzmmznzbo&mTKr'Z, sa^nee 

«stt^8&lSJfa« (FCS) ^©jto}t!«i&£ifeV>Ti3<© 

±s«iawcj;<jg^i,v ^je>3 7*cesciD® 

LfcPEGjgffi, CT^.«¥i%^f51 000~6 00 0 50 
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8g©t>©£, SSigifi»C«j3 0~6 0w/v%©Sg 

[0026] ft&n«im«>/vf H--7©^Ritt, 

a«©8»i«ifi, fl*.tfHAT8«! (t#+*>?>. 

icfcofrfcfcft*. KHAT«ie-c0«sitt, awtr 

lr>. *»<UT#6n*/W^UH-Vtt» as©isiw& 

[0 0 2 7] B#jffi#i££fc©&3il«. «aj^L«EL I S 
AS [Engval 1, E. , Meth. Enz ymo 

1. , 7_0. 419-439 (1 98 0)], ^^y—O 
ifc X#9Mfe. ^^D-- (Ouch 

terlony)S, 5^-fA/7vW (R I A) 

mmo-mzm&v&mzm^znxKzmtojjm 

tfcR&D^5->^fr, ^30-5 3H. Bgft5 7¥ 
[0 0 2 8] ^<UT#^n-5c-e r bB-2HiiS 

-f^uH-vtt. aa©Jgire«tftfc«-r-5;ria<-c 

;\<{7V K-v;fcS©#&^/?n-:^*i#©&Bt 
«±«lfc.i/T*HMHfrt>. A-f H-T*i:nta^ 
#^^j**w^n-5. id^©**tt. &*&«©&#£ 
abxvis. ifc±g©^t<LT#^n^.stmi, h 
momftotmiz&Qm&rzzt&xzz. 

[0 0 2 9] *!69fftmi. ^n&|iJ«L/T, WAtffc 
JSttim 774 -rj i?nvhtry74 -$©aft© 
fttiO. c-e rbB-2|8jggeSSffi<Sl.^ 

[0 0 3 0] *5SWSift:©Wffl»C«tn«, 
Oc-erbB-2BlIfiS5. ^ffiKJ&t<t01$M 

^i*. -tr^H-f v^ttCiS^^-f Ay7yfe-f (R 
I A) . e^ftffiffl^S (ELISA) . fcgJtim 

^^©^s^^s^if^n. rn^^s©s 

— fe7 r a-x%t<D&mz*%Wft#&t£&2itZ1!>\ 
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JSTSfctk W^H^nJjgftbfcfiHflaS' 8 P, » $ S, 

» » 8 i ttzum&vtz®. zn&*%mtti#tRfris 

ft, ii^rgft, EfcttKfefcWAU (Laeraral 

1) ^ifcDgaisicffissttitg. z.<DEU&smm*a 
Hy;wsrfl£ofcSDs-*U7i"J^75 If 

» (SDS-PAGE) *ff^5^tfcj;0, *5SW© 
fi*t#S«fcgirr5 c-erbB-2 Bliigem© 
&gtt/t>F)Wftin?€r5. 
[0 0 3 1] ±!3«^fcfcfcV>T&#£bTW\ 

[0 0 3 2] #5EEta#©lI§&g5BiUTBu Wa7 

[ s 5 S] ->7.T"f>, 1 » • I, 1 • 1 I, hU^tf 

ttjLti&K [Nature, 1 9 4, 4 9 5 (1 96 

2) :Acta. Endocrinol. Supp 
1. , 1 6 8, 2 0 6 (1 9 7 2)]. 

[0 0 3 3] m&#mm®x\t*%mifL 

*. -tyrr-stirx. t7rn-^ tfUx^l'X SS 
*-fO>, flfrXtf-X 81, 

h««JBV»«) . Ug 1 KfclC«fcSi§#i!g&*fe3s©fc^ 

»*b<tt4~4o , ceffioja^T, »^ia~2 4^ 

[0 0 3 4] *><LT, *5£9iia#£ffl^ntf, ffitt 
K. Afftftfc, MtOc-e r bB-2WagaS£ 
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[0035] &frz*5&witnt&m%istc.®®%m&\z 

[0 0 3 6] #5g9m#©t h«BB«l3»t-«inBMi 

- 4 3 1 mmzm-zmm$&fcm z&tz z tt><®& 

s z turn* ntc. '<£•? x> *«wst#»ttB«»i t 
ut^&t&o. *56w»c«kn«t hR^-eottonta 

[0 0 3 7] *S£i8ttHl6aitt, ±E«/ 
#£^©&;gj&#tUT^^S;r££S#tUC, ffi 

ttattowaawTMEJioa*/ * B-*»Atfttttji!fr> 
an, gffifium sum. s«{b8J^©ja^»i7irs*«? 

rt, KErtS^^n, E#J^S8©KJWtiJi$P75Sffia& 
[0 0 3 8] *569i«&»»l©JS#StteESIJa©a^ 

tt. mmatt. m%&%m\zmvxm&ik& 
©ft*^*uo. ooooi~80iixgfi[tfsn5fe 

©iTS©#<J;<, ^©SMH-H^A-ASOi^O. 
01<ig-l 0mgg*©JgHl7JS«Sn-&©*W*l/ 

v>. LT*56wa««J©ifi-¥ic<tn«, cn^ss 
4snfcJS#©^ic*viTjiSffl«{T©i8iiiaffi#tt^ 
JiBisn, UT»fM©i&s^**^n«. 

[0039] 

[56W©^*] *f6W»rJ;n«, ®mWf-V*.'79-\z 
r b B - 2 ^ n-^-JHfl[#Rtf|ttftff *WJB Ufca 
[0040] 

[004 1] 

immm n 
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(7) 

1Z 

7^U*>'Hy-*^-Ol/?->3> (AT 
CO «kOA*Lfcfcha«88Jfi**SK-BR-3 (?f 
f6#*JATCC HTB30) 5%?BPFflH$FCS 
(^-<J yU- - v>/W A«hS) £^x->'J > ( 1 0 
Olfi/ml) R3^X (2 0 0mg/ 

ml) i£ftl;L;fcRPMI-1640J8tfl (B*SJJ£H: 

USOX ttS-A-^-f MtK) T, 3 7"CT. 
5 5t5 C O * ^frTK^SI Vtc. 10 

[0042] ±nmmwmmz&&vTz.m* juts^u 

-©JgtSiTeifcW •?•©&, Bg«i8t5 Oral left]*. 
tc. 3 7trC7 2l$ffl'f>*a^-M,fc&, 

!)-©8Jfi2 0 Ora 1 ££fiB^77n-YM- 1 OK 
(iSfi.£:M. #y hrtXfiilOOO :75 3>ttK) 
*g«fbfcy-1 , 77D---feJU-^'fy8200 (75 

«±f&£2 0f&i8 Ofgtfcfilgbfc. «*S&£> 0. 

[0 043]® fi#3£4/vf 7'J H-"7©Sajtt-^ 
X*U-n>^ 

±K0)T8SSE Ufc S K - B R - 3 |ffl|&0> 2 0 fgiStgigS 
SKIOO^IS, Hft©7n'f>H^7> , iA*>Ht 
JtCBa 1 b/c&-?*X (6jBft> B*^V- 

fc. -e©&, rasK<Disifi^2tHt. s&m&efcMsici, 
Tmm&zv. m.tmzo 7 bwoozsk- b r - 3 
ana© 8 0 tefijgjst£?£ 200^1 &ra««ciiinjs-^b 30 

[0 0 4 4] g&fc£©3B&fc:, fc£LfcVXX«fcO 

XT-OWX*^ >S©7jjfc [Mi 1 s t e 1 n, C. e 
tal. , Nature, 2 5 6, 49 5-49 7 (1 
9 7 5)] £«&&Lfc#fcfcJ;oT*ffll&Bi££« _ F©S 
9&&6Ufc. *T±l2l»«BJia€3 7lClCinSbfc 
RPM I - 1 6 4 0JSifi-C3@«c^U. ^8H::te#©& 

Khtz^T.ft'mm.Mmv 3/x e 3 - a g s u 1 

[Ye 1 t on. D. E. , e t a 1. , Cu r r. 40 
Top. Microbiol. I mmu n o 1 . , 8_ 
1_, 1-7 (1 9 7 8)] %fc&Vrc. ft. £©vr7X 

#§iiiaiiiatt. i o%s»^ettft^jfa« (cbs:a 

7#7h'J-X*tS) SJnAfcRPMI- 
1 6 4 0iglft«PT?l 0 0 ram^igSIll (3-->^& 
S3) ±T3 71CT, 5 96COj TT^HbTffl^fc. ± 
EB¥«BBat#fi6ffl«l)iat*«BteSttl 0 : Ifcft5<t5 
IC 5 0m 1 1§SnfclfflB&ii£<8l 

S200 xgT5»»s. ±m*n7.y-)V\i*v 
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[0 0 4 5] 55cC3pUX5 1 U>^Ua-;l/40 0 0 (;* 
)l^ttSk «T rPEGj £KM*T-5) 2mlSM 

»-e3 7x;\z&&\sitqrm , Jim (fcs) 

RPM I -1 640Saiml$l)»o<0tl»rafi^ 
ttTtn*. l^lffltteU MfcRifc2mlfciiU;lT2# 

wu iicii4mi &mz.T4ftmitimLrc. & 

ViT. 3 7t:iC«abfcl 5%FCS, 2 0 Orag/m 
l&KXM^hVf^X 10 0U/Kr->'JX 
54mg/l >*T-f 1 m 1 bf)l"<- h 

WT-SRPMI -1 640 (KTJinS-^RPM I - 
1 640J§jfi£V>5) 8mHfe2~3^ra*^jTiJDAfc 

& 200 x gi?5 ftwm,bftmvtz. mzmzmz 

U 3 7 < Cfc#i&Ufc55£RPMI-1 64 0J&ffl!?gc 
\Z, BUffl&l X 1 0 6 I/ml £&5«fc5l£!KS3;*-fr 

fc. *ic. z<Dm®m&9 a-x* 

©SCxjHCO. lmlfoMU 3 7"C, 
5«COj . 1 0 OXM&Vrf >*a.^-^-rtT«« 
Lfc. 2 4M 5mMk#*U->fX 2 0^17 
S/lTxU^RtfS 0 0 it l^SS^ (7D--7#5 
MJ-X&fi) £^tM0%FCS8sJnS££RPMI- 
1 6 4 0&JHS (ETFClftfc THATigiftj © 

o. lmi -r-o&&vx.)v\zmmvtz. ±»£ 2 
HSKtf3B@ic**veno. lmiroKsiu «ru 

V>HATJgifi0. 1 m 1 •f'^&taZTmS&Lft. *<D 
ft. ±i2^«IS2~3B*3#lCfT^&. 2firaBIC 
f^^»C±«$!RgiU SmMktf+lf-^^RtfSOO 
M 1 ^5>?>£^tf^£RPM I - 1 6 4 Of&ift (&T 

rn* rHTJgttsj tv»5) icft^fc. ksi, ^rp 
m 1 - 1 6 4 0 mm-cmmim Ltc 
[0046] ±mmmz&zmmi&&&* 1 0 ~ 1 4 h 

9 6 «>x)^p- h©isBei© 1 /4 SdSfefc^* 9. 

fc&stiit t i/Tffl s k - b r - 3 mmvmttm&in 

HtUT, »9SftSft (ELISAS) CT, «S±» 

(Method In Enzymo 1 ogy, 7 3 . 
3 (19 8 1) ) fc«k?K /W7«J H-v©irn-r:> 

- b r - 3 aeifi©i^)iai«(T© J; 5 k lt^k ufc. 

Hit. 5XFCS^ftlRPMI-1 640e»-CSK- 
BR-3«BI6&eil^ »ofcSK-BR-3«B)iaSU 
>m&mm (PH7. 3) [l 0mMU>KRtXl 5m 
M NaCl] TMU 4tt4 0 0XgtSMI8 
U «<6fc«81B&e«g1Bj« (pH7. 4) [2 0mM 
1. 4-tf^7^>^X^>fiSK-NaOH. ImM 
MgChKi;5mM KC 1] "PT^-ft; (2 OX 

bo-?) vrz. mi&(D^^-Htmw 4x:-ni 5 

OOXgT5^[B5S^8il,. 8m8©^V".y h£X£U 
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(8) 



[0 0 4 7] ±B2TiSSbfcSK-BR-3a8Ba(Da59 mM Hepe sS^OgMIi [1 0mMKn'J> 

bi^b (ixi o« ®) ?&50u i huxessffi (ph wa-hvvj* mytmmttw * ioomM7^ti> 

7. 5) [2 0mMh'JXSSR^5 0 0mM NaC 'J <7A (HJfcfc^&SI) . 4mM EDTA. 2mM 

1. 6TF TTBSJ £V>5] »Cjg/|?U 9 6 PMSF (7iZJMf MM^**?^ H. -> 

^O^W-hCD&OxJHcIS^ 4"CT8Nfl«'f>*3. ^-7^r5*;UttSS) , h>X- 1 0 0R«4 0 

^-h-T5Ct«CJ;Dn-h Lfc. ^T±I3 0 uM^hA^v^BlrJ-HJOA] (pH7. 4) T? 

S>)iM0. 0 5%vV->2 0££tlTBS-C3[eI 4*CtCT 1 SfffiliJigfcS-frfc. *J8®£ 1 2 0 0 0 X g 

ffi^Lfc. sic fia»©^s«seif£^S5ttic»UT ti o»ra^-t>^iatuTi^56u #£nfc*9Ba#»g® 

20'CTl^W. TBS«P»C300*t l/^i^OO. 10 ©2 0 0(i 1 $c-e rbB-2]|fifI«|l;#MWl: 

IX (W/v) BSA (n->©77£->a>V :$gl RfcTSt/^a-^JV-ffifc©-^^-^^*^ 

W&ttK) T-f ^a^-hl/fc. &V>T, 0. 0 5% SJiJStUfc. 

0££trTBST3[a]ft#U A-f H- [005 1]® fcStt&tm&flcS) 

v±fg5 o m l /m i-r-3=&&«7x;ncjbn^.fc. 2 cc ±E@-c#fcifcgmK2 0 0 u 1 £-#Xi"J-X>^ 

Tfii^iaftBa, fi^s^u 3ooof&^«ju T#^nfcRitt^a->ioM itss^u 4^3 

fc50(t 1©7MU7*X7T5'- tfC*y^'J>^ S#WH >*3.*— hbfc. SIC. Z.tl\ZZfuj-1 >A-fe 
Sitfc^ftVOXftS^O^U^fMA-f;}-- 7rD-X (7 r^Vv'Tttfi) 20/il£M. 4 

F&S) fc&OxWCflO*.*:. :7V-h£2 0"Ct?l«p t:, 3^M-f >^a^-hWc. E«3§}££1 2 00 0 

«-f>*a^-hu&«. *££©&£#£&<&#£ xg-noMSMiu ^©tt^s^fflsasffi 

ffi#Ufc. a? (pH7. 4) [5 0raM He pes. 1 OmMtfa 

[0 0 4 8] -£©&. 5mg0p-XhD7iz;V'J> U HJ OA. 1 0 0mM7'yfcthU'7A, 4m 

& (A*-*:** 7 7 HttS) £^tf»3i-&Ri0t©5Oa M EDTA, 2mM PMSF, 0. 05%MJh> 

l/Ox;H£ft];L, 5gfeK££0. 5M NaOH©5 X - 1 0 0Rtf4 0 0 n U*)V hA't'7>St 1- U O 

On 1 /yx.)l&Mz.2>Z.ii\zJ:K)t?±2tt. Wtftfe A] fcT3[§Iift#U;fc. jg<D#IS©&. JtBft550/i 

s-rA/'j-y-N j 2 ooo w>^?Haw i oy^x.-)V(Dm.mm\zmm^. iio-cts^w 

[0 049] #<LT. 7740x;hfc9, SlS#Stt [Laemml i. U. K. , Nature, 2 27, 

^-r^^/^n-^Jx^Sg^-r^W^U F--7 6 8 0-68 5 (1 9 70)] ICftoT, 7. 5%#U 

1 7«:£#£. JmStt-Wen rGFD-OA-p 1 7i? l ))l75. Ky^£ffiV>7cSDS-PAGEl;:,i:9# 

8 5-U ~ rGFD-OA-p 1 8 5-1 7j k.&& 30 Wbfc. ft, -hf2SDS-PAGEK:ffi)8L;fcSDStt 

<3> ^tt^©fc»©«iScr)^|i!6 > (»f 12 0 0 0 0 0). ^§83-^7^ h^- 

±e®T#fc&istt?D->fco£, ^wj>«fta -tr oH^ai 1 6 2 5 0) . if «hh&9 

nfcc -e r bB-2ae?g<fe&^a:i^$-a-sgtt 7400). bsa (#^S6 6200) Rtwr;^ 

S»gfr-5-^X^U-n>^(0 5> ^S4 2699) T. £TA-f * • FlfcS 

too 50] hj^. s-rsK-BR-3saaa©aHHa^» © fc&tti$ufcA<:/uF-T©?o-:z>y£tf# 

JSKasuga, G. . et a 1 . ; Met ho ftftttff l/^A^ 7>J H-v©^D-->^tt, 9 60 

d s En z ymo 1. . 1 09, 609-6 2 1 (1 9 40 x.A>7V— MCiifflJ8£0. 3®/Ox;Hc&-5«k-5K:?& 

8 5) ] KSh>T, 3rf SK-BR-3M®©1X1 0 «?Ufci8##»ij*IC«t olffft? 7c. $&. ^D-=.> 

1 ®/l 0 OmmMOlli&flaffl&fcy V^U-i'W:/ ^©^S±^7c»C, ffifcoT^ hWlftfiUfflBSS: 

0>1!-1&mWi (pH7."4) [119mM NaC 2 X 1 0 s iB/Ox;UtfcS«fc5J;:Jl];t£. 

1, 5mM KC1, 1. 3mM CaCh. 1. 2 [ 0 0 5 2 ] ±ffi!SM£©f8S. 3fgi&f?L&i&&i8c£5 

mM MgSO< , 25mM NaHCOj. 5 OmM fcteHU 3 5 0 m 1 ©igfgi££ft«e>TMfc$®Ufc. 

He pe s (N-2-fcFa*>X?\>l'b:'<5S>>- 1 7©A-f^'J H-V©4 , *^±eUfc«t^CbT#^ 

N' -2-X*>yUW?>*, 3^*3**118) R nfc/W7'J F-vBGFD-OA-p 1 8 5-ltfS> 

#0. 1% (w/v) BSA] Ttt#Lifc. _hgB £U/ct>©T?&oifc. 

* PI (18. 5MBq/ml. Xa.- [00 5 3] RA-f^U K-V©li?gtt£©S0fTfco 

-f>^7>F • Firl'THm Sffll^T. 3 7tn?2US 50 fc. EP^, 5 0% (w/v) fiafaWfiS&T^-OA© 
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^mfc<toa:s^-&. 1 4 o mM u >&mmm ( P h 
8. o) *icfi^$-&. mmmo-fe&ZTy-f-T 

4 0mM'J>8l±h'J^AS«jK (pH8. 0) «t»T¥ 

10 0mMi?I>KthUW (pH3. 0) TKSffi 
fflSir^TSffl$-&. Sffift£#*T«p&pHi;:iaig 
U -2 0tn?#ifUfc. 

[0 0 5 4] ±fBT#enfc*52W*tfr^/W^'J H 
— 7GFD-OA-p 1 8 5 -IB, X^fe^K^fe 
XHft^ef^JC rGFD-OA-pl8 5-lj ft* 

12 20 6^ (FERM P— 1 2 2 0 6) J Tcb-5. 

[0055]® * / * a —r^ijummmomi 

±E/W^U H-TGFD-OA-p 1 

RPMI-1 6 40JgJ6K:T. 5«CO» MTT. 3 

7t;KT9 mtmm.h. ®mm*3 OOOrpm, 1 

[0 0 56]® %®tt&<Dm& 

±gB©T?#6nfeA-f h-tgfd-oa-p i 8 

5-lOlxl 0 s <@£, ^tbfVXfy {TArVVy 
^ttfj) S&fibTii^fcBa 1 b/cJSTtfXfcfitIS 
rtS^-Ufc. 10-140^, EfflLfcBg^SMU 

[0 0 5 7] gt»^K+«> h (MO 

PS kit;, /W * • yy HttK) £fflV>TfitKU 
T, filgJWfcGFD-OA-p 1 8 5- lfcfifc. 

[0 0 5 8] ETF, ±ET#&n&*5g93ia#(D#te£ 

[00 59] 

Yf^yi?D-tM^^77m+7 h (A 

n-^ffifcWlW^Xtt, I gGi ■ Tfc^fc. 
[0 0 6 0] © tftftK£l"'W 

1 ©®T*#fcig«±iSt£&4>#fitU ±m* 1 0 
XFCS^JDR'PMI- 1 640^%HT, 3 7tTF, 
5XCO! (D&#T\Z1 0 BW-Otf hOfcTJg^L 

[006 1]® fiWfroaffi 
«Slfcc-e rbB-25fie^g^WSge©5 0M 
g/^x^fc^ftn-h (4*C V 2 4Bf|B]) Lfc96«> 
x;i/#UX?V'>-7-i'^n^ r lx-h^, 156BSA© 
0. 0 lMU>BSi£®Sri£ (PH7. 2) T. 4*CTt 
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W £J8^T, c-e r bB-2Se?S^)HffigefC 
fe^Ufc$i#:&a!3£bfc. Jg£±if©8x 1 0* £^8? 

[0062] 

[##091] SK-BR-3«ai&t*©/~ »f>^Py h 

c-e r bB-2fi£^te. EGFR3t£^£©ffiHtt 
*«75/KE5!l7?«l5 0%t!SUi:i:*^, EGFR£ 
iSSHC^ST^t h3SifflK«T*5A-4 3 l*fflfla&*t 
10 J&KUT, SK-BR-3JfflJ&at c -e r bB-2Jfg 
^fcX&rsftgdti**, R»(Dc-erbB-2mR 

[0 0 6 3] JKD&lfclCiJ^Ttt, t h±&«S«Hlfi«cA 
-431 (ATCC CRL 1 5 5 5, Fabrlca 
nt, R. N. , et a 1 . . Proc. Natl. 
Acad. Sc 1. , U. S. A. , 7 4 . 5 6 5-5 
6 9 (19 7 7) £ffiV>&. 
a? [0064] SK-BR-3*ffllfi£A-4 3 l&Jfifc, 

NA©»tmc*5tt^y;w«M*sii:y— tf>D.y h#8r 

It XX+?.©M [Suzuki, M. , et a 
1., Jpn. J. Clin. Oncol.. 1 7 , 1 
57-163 (198 7)] KftoTl£5Sl<>£. 

[0065] xizmmmn : 1 -sawt : 5 \zmvtc 

5 OO^Ut U JjCi' H^D-^, SS6DNA 
£«gB (7^7-f H-AW^^X^AXttS) Sfflti 
T, 4SCD«SC)i3— >7/X^jJxX*75^ HSI 

rf^^U^H*HPLCT?i(8KLT, ew^n-yt 

[0 0 6 6] E?B#*|: nc^-r^-'j^^w^H^ 

1, ^□-^2S«ya-^3tt > c-erbB-21 
e?S®©SHlfifl.K;<-r> (2-2 1, 34-5 2t2 
5 4-2 7 3) ©E#I£:3-F-rSmRNA£Sirr 

^n-^4n, m&<ommi&v^> (654-6 

40 7 5) ©E#J£a-F-r-5mRNA£&gU-rS. ££7 

p-^5B. ge<oa«asH^'f> (1055-107 

4) ©£5fl£:a-F-r*mRNA£g&-rS. 

[0 0 6 7] tM-Ti'^mRNAOMH 
9 [Honda, S. , e t al. , Jp 
n. J. Cancer Res. , 7 9 , 6 6 7-6 8 
1 (1 9 8 8)] ICftoTfTfcofc. SH^fiV- 
*-tUTWaS*^©»Jii?V-ARNA (2 8Stl 
8S. ^r^V^Tttja) Sffil^fc. 

[0068] SK-BR-3aHSK^ViT, MBftK* 
50 -f -5 c - e rbB-2mRNA©Seic;W 
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5. 0kbpt2. 0kbp©»^-fX*'b-Q2tJ<D [0072]® #'J * a-^I/ffittWSS&fttf&atn; 

oaS±05S*ofc. ^ffiSH/-f>IC-a-r-5c-e ^ffim©®£l^«©:fr&T-^$aH©fc«>©SK-B 

rbB-2mRNA©S6fc/W^U^XT^ya- R-38B^t, A- 4 3 1 SffiT'lSl/fe 

XTtt. tzfz--D5. Okbp©#^filMX-C/\*>K f£. tf'J^a-^ffittSffrabfc. BPti. 3 0E©B 

jWfctHSnfc. A- 4 3 lUBIfilCiS^TBu H3i2£ftT- a 1 b/c«^^XS500^^l:M, KT©& 

fcafctBT-SfcA^fc. /S-Ti'^^RNAOfcfefcX S£H3laK jKBfiS4Uftftl/fc. 

0--7&mmLtcft\i> /S-Ti'f^mRNAlC-StT ICttFCS©*©2 0 0 ft I (n = 3) tf)V-72 
S/OKtf&tBSnfc. In^T, MBftFjt'f >fcHft JO fctt2 OfgfcSISUSiRPM 1-1 6 4 0J§ift©2 0 0 

t5c-e r bB-2mRNA©Sei:;W^'J^X u \ (n = 5) £. ^JK^3l:ttM7U-RPMI 

•t&^U-fvmt, ~fU-?\ £7a-72tm®l<D -1 6 4 0iSifi«PlC^n51 0 6 I©SK-BR-3 

tSmifinZtltc. iS»{C. XD-X5©*— *fci5lAT iffllS (n = 6) £. 4^-74 fctt:SK-BR-3«ajB 

tt, 80&©F.*-f >\Z— ST-Sc -e r bB-2mRN \Z£-3Tffl&2nfc2 0 fgjgtSJgJfi© 2 0 0 u 1 (n = 

A©g^»CA-f ^"'J^X-r-St)©^ 5. Okbp© 11) *fc^)U-X5IC«A-4 3 Ufflga»r<tDia 

ftTIMX&'hl— 3©A>F©*#&til2nfc. ±12 fiSnfc2 0fgffl*giSJ&©2 00w 1 (n = 5) 

|££<kD. SK-BR-3»tt. BB^^lCc-erb n^n&^Lifc. &4|IIB©&^tt;fc©<fc5ICLTfrft 

B-2mRNAge^S-r^>t)©T*^rt*q ; lJ5„ ofc. BP£. if)\r-7\ fc«F C S©#© 2 0 0 » 1 

[0 0 6 9] £. ^-X2ICtt8 0f&fcJSfi6UfcRPMI-l 6 4 

lateen 3 ] &aftfr£ffl v>£&ea:is$i*®t a? o &&© 2 0 0 # 1 x 3 £ tejfuts y u -© r 

i7D-^-;pfit#©^is*^5^tc-r5fcje)fc pm 1 - 1 6 4 o^ffi«p»c^*n^ 1 o« ®©sk-b 

c-e r bB-2ge j ?>EGFge£iS^'r-5#U^n R-3*ffll8£, ^;k-X4 KteSK-BR-3 «BS&(t«fc 

-J-MMM"*./ * n-t)HaftSfflt>fcftg«:Klitt oTHSJSftfc 8 0 fgjgS&lgtf!© 2 0 0 u 1 £. &tc>f 

«T©aoff^ofc. X5jc»a-4 3 uffljac<toissi$nfc8 ofgaa 

[0 0 7 0] ffi#£LT«. c -e r bB- 2m&T& IS«FJ6©2 0 0 # 1 -Weft&^Ui. 3 B©&» 

<8»©C*i8f&# (C**gl 47S./mmm: 1 24 2- •?^X*>e,#;fcl&lfi?£c-e r bB-2fi£7g®tfcE 

12 55) &&&?Z>'7?¥#<)t>n—}-)imfttl>T GFRfc#t^5ffi#©?¥&©5£^£fT&3fc«>©fcgifc 

p A b 1 (T 4 8 8 1 ) ( HJ b > • /t-f «-fI>X Lfc. &&ifcKE£ t«la*SStt. mfaM 1 

ttS) c-e r bB-23te^®8jg£©*:*— if ©€>©#*fcC^oT, ifclf&gl^bfcSK-BR- 3 S3 
F*-f > (75/Kffi?a : 8 6 6- 8 8 0) 50 B&£A-4 3 lJffl)S*>5©*fflBai8&KXttB8&UfcgHi 

C-tJ-^U^D-^ta^tbTAb-1 &>zii?- &4'C-V3mm<»ffl&10til<D$ , )!?v—r)im#ii 

>--»M X>7.tfc§S) *fcc-e r bB-2Se? ^ n-:J-;i4a#X«NMS GESV>Xjfil« : n o 

WfaW.&OMWVY *4 >SSiit"^v>X : E/^n— rma 1 mouse s e r urn) t&fc'f ^i'S 

±;Ha#£UTSV2-6 1 r (-^WttS) S\ * -FLfc&C&8©&8£LTfcgttf*SfTfcr>fc. 

n-enffiffltfe. £©ft#«i gG. ©i*-^5x*^r [o o 7 3] fcgit&s>fc©*£&£Sgi0Rtfs&2EH;: 

t*£t>©T*9» "7^3 &©;#& [M a s u k o, tkT. 

T. , e t a 1 . , Jpn. J. Cancer Re [0 0 7 4] fll 0»p, AliSK-BR- 3«JB©#& 

s. . 8.0, 1 0-14 (1 98 9)] fc«fcDffr£Sn M®fre><D* BttA-4 3 lfflDB©^«^&©, 

&*>©•?**. EGFR©aaiia^H^'f>©fiiM n^n©^ffia:P*^t)U w->att#u^b-^-;v 

fttltGreen, M. R. , et al. , J. I 40 *i#Ab-l§, W->b ?n-^;Mft#p Ab 

nvest. Dermatol. , 8_5. 2 3 9-2 4 IS. c Bty ^D-^-;i/0tft:S V 2 - 6 1 t 
5 (1 9 8 5)] ^tSfiEGFRt^D-tJI' .. S. l/->dH*5Sf ; E/i'D-t;»GFD-OA 

ft^tUT, RPN5 13 (TVxvivttS) SffifflU -pi 8 5- IS. W-->ettEGFRt:»-r^y V 

Tz. £©ffi#tt&£JS£bTA-4 3 l«iSSSh l JX-> D-^iafrR P N 5 1 3 €\ £fcl/->f I1NMS 

>5aaufct>©T^snx*5D. igG> . ©^&s s, ^-n-en^-r. @©Aic*ttsm&o=ftw 

wrst>©-e«&s. ±e^stmi^rnt>iffis®a§»c sK-BR-3«a)!a»«^&© s 1 p-eggaLfc 

ftoTffifflL-fc. c - e r b B - 2 Jgfc^gigjWfcgtttiBS^U 0©B 

[0071] *sttR©fcie)©^gttJi©^tsss* a-4 3 iaHte##®*>5© 

*©fi0lllifiUfc. HJ^, ^ffi091©@tH«l©*jtT? 8 2 PTgg8LfcEGFR&eW8l©fcl£tt»£^ 
SK-BR-3aBJfitA-4 3 lffl)fi©SO)ia^«>>'P© 50 T. S0IC*^2.S^»i»^fi-7-*-©^fiS^t) 
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8 5 0 0 0©#TSiMXT&9, * J P 



[00 7 6] EP^. SK-BR-38M&© 8 2 Pg®© TgS8$n&c - e r b B - 2££Tfc bTdSSn 

l£&Ttt, +t-tfH^-f>t*il'Wy*SS» fc. |S|«©A->HA^c-e r bB- 2jtfirFgfe ; t/ 

S3pJ*o-^)MK#£c-e r bB^Sfc^gigj© *n-:^fi{r?fc£itiK3nfc. (H©A©U->a 

aBsa^H^-f^ssiK-rs^y^p-^^Rr;*^ #jhd . sK-BR-3*8ii&c£oTssK$nfc»8J§ 

WOt/i'D-tMftGFD-OA-p 1 8 5 - Hi gffifciOft&Snfc (^;W-^4) 11EOTC7X* 

t"bC»?fil 8 5000?£ i b^c-erbB-2jfie D#^nfcftlllflltt, c-e r bB^jtfc^g&tU 

^gfcTU >KfcU£§a£fc&it3BLfc (H©A©W Tra£LfcU>&<fcga£4$g«£fc&«:J8Ufc (0© 
-^a~W->d#») . LA>U EGFRCfilM-V 10 A©1— > i ~l^->k#Ji) . *&. U>KfcSnifc 

*^>£K§rr-5tr[EGFRSi#tt, NMSii<|^U A-43lSBIfi©« 2 Pgg$©j|g*TH. A-43 1JB 

i5fcH©^e*feSit«3-&^ofc (EI©A©P- fl&lC<fcoTslf!Ufcj8IS««SKT^Stlfcv^^ (^ 

>e~U->f#M) . A-43 1«Hia© s 2 P )W-:/5) *^&nfcffijfilfl|jfc5©t>©Ki:, #?fil 

SI8©e*-r«, c-erbB-2 tefcTgWc-g-r 7 0 0 0 0 £J$OA> H £&&Sffi#£3£5iS-B:fc (0 

•5 U >&fcn> c-e r bB-23t£^®&K:*t ©B©U— > 1 ~W->n#J80 . I10A>HliEGF 

f-6tt^T?tt^tasn^ofc (B©B©l/~>a~U R£&§8^£ffiEGFR*/£D-:f;i/tffr£K£U;fc 

— >d£J8) . 1 70000CiH*S^"J »J>K(kEGFRt^U(a:BICSd6nfc (H©B©W 

>H(bU&EGFRtt, mEGFRftmz&QK&im ->b&M) . Jl©^;P-^<fcO#^nircJfilffi 

l/fc (H©B©W->e#W) . «, #^g2 0 0 0 0 £8oA> F&t>fcfiit*$-& 
[OO7 7]B20<P, A»iSK-BR-3«Sia©## # fc. £©A> F©1^i£fc*:b)&>oTV>fcV>. £fc> S 

g«W>S©. BttA-4 3 lffl®©#&ig«W>£©. * K-BR-3IBJ!&.hSK-BR-3fc£Dll3fgSnfcgl 

n^n©^S«:K£^t)U. u->att ; ty^o-^-;u ffi^H^T^f§EUfc20©#Ui'a-^-;i,^©l 7 0 

$i&SV2-61t£, l^->btt ; Eyi'D-^^ OOOC^-fX^/^H^ffllCfcDc-e rb 

RPN513*. U->cttNMSS, l^->df*FC B — 2 j&firt^E G F Rjftizrfi: — 

RPMI-164 0J&mc«fcoTfcg3nfc$tM9 R8) . 

i^->f~p—>htt^n-t?nsK-BR-3jB)ia»cj: toosn <3>mm®m<to£&&m*o&&mftt&n 

nSK-BR-3«BlfitJ;oTiBSiSnfc2 0{g»*@i§ <3>- 1 8]liaj§<5?05© 2 2 pgsia 
£i£fc£0fcg$nfcttlflL?Si£> l— > >nli 30 lffl|&©g8©8(rBK:SK-BR-3ti)8£A-4 3 llffl 

-en-enA- 4 3 1 aiiafc«fcoTi8Ssnfc 2 0 rasns is* 1 x 1 0 « m/ 3 5 mmm©?gffiic«#, u >K7 

%mmz&Q9&znrzmm*Wb-?. u-©RPMi-i64oigjre3i5i*Hfla£ifc#&. 3 

[0 0 7 8] 0©A»C*lt5MfeO=ftWttSK 7TCT12, 2 4W4 8I^M©M. 5%FCS£^tT 

-BR-3|fflJ&#&!tSW>e© 2 2 PTiaWcc-er 1 m 1 ©U ^Mj/ 355c&-f-^©Jgifi (pH 

bB-2fifcT£fe©&£»3R£^U aOBI;*lt5 7. 4) (B*S£ttSS) «P«r*V>T 3 2 PI (18. 

MfeD^ttA-4 3iaiBa^^6© s 2 PTfS 5MBq/ml) T-f h Life. 8BJ&tt4 < CT 

LfcEGFRfi&ps^w^ttjiBs^-r. sfc&^a -isra©iw, ^mm\<D®-Q^^ntcummmm<f)\ 

[o o 79] m®£vmztwwz. mmmmt%m8L*><D*®<k®z 1 2 0 0 ox g -ei 0 

[0 0 8 0] BP'S. SK- BR- 3 HUBS© 3 2 PgSS© 40 »P8^»RlbTK5*bfc. •€-LT«i&ig#i£fttfig*t 

«g*T?tt. NMS, FCS©*.a^UfcT«>^e#^ }flt©2 0 0/i lS^etP*©fc«)Kffiffl«^tUc. 

tlfcttjfem. RPM1-1 640 fttlTzmi [ 0 0 8 2 ] <3>- 2 *B8&i88M& SB K2fr-5 

«. -rc^a-4 3 imm\z^-Dxmmnrc.mm^ms. i* s s] ->x5M>gi& 

\z&*)&mi<ftfrtt<hm\t. &Vz%mw®$nf£fr-D m©^©t9HfcSK-BR-3iffliatA-4 3 im 

tc (0©A©lx—>c, d. eRlXl~n#BB) . * 643X10^/60 mmlCSgltif > *fflBS£v' 

fc. EGFR»C»T-5 ; ey^n-^-;UjK#'fe(^«fCffitt Xr-f>tFCSmW^f*->7'J-ORPM 

fcjRS&^fc (0©A©U->b#JS) . SK-BR 1-164 0 JgiftT 3 ^JgllijrcXM' 

-3HBBS W-;/3) &&-£bfc6E©v>xa>fc$ z.1-*'a>-tZZ\t\Z&K)fflfrL -€-bT-€-ne&3 

en&*ilfilfiltt. 2 2 PTg§8LfcSK-BR-3tffl& 7*CT2 ORXt^mm (SK-BR-3» ©K. 

©«aiifi»«!gi*^©^<©'J>Kft:se^attjss-tt so xtti 8i^pfl (a-4 3 imm ©pa. i. smi©i 



—633— 



21 

XFCSgslJllv'Xx^ >7U-RPM1 ~ 1 640JSJ6 
mz [» 6 S] (3. 7 MB q/m 1 : -3. 

ufc. ttstttgsiufcaisatt. 4*c-c-Ptiia©F.a> ±82 

(1. 5ml) -fe*fc&«>fc. «B)fi^ffit«SI 
8c«P©*i§<t;&£ 1 2 0 0 0 X gT 1 0#W3§&#fiib 

[0 0 8 3] ®-3&min.#t<D%&imRfo 

±E<3>- 1 RtK3>- 2 Tffr£Lfc&lt£&ia UfcS K- 
BR — 3 ffllfii: A— 4 3 lJfflBa*>S©«iJI&$8fi?&i:JS*l 

[0 0 8 4] -?-©i&£, « 2 PT!g&LfcSK-BR- 
3*B!&<!:A-4 3 1 aiJfi©8H|g|§»«J*ffiffll/fc«g^ 
3 1 PTg$i$bfcc-e r bB-2S£?£ft (S! 1 
0) i^finc. GFD-OA-pl85-lt 3 2 PT 
gg&UfcEGFR^JaEGFRia#<h£<^i;<, 

fc^TSSic - e r b B - 2 »£^®8>fiWfct::«fcoT 

-BR-3MsatA-4 3 lmmz&vTta&znrdg 

mmt* 4O©0ic-e r bB-2g£^g«jfa#il 
[00 85] [ JS S] >gSSLfc«HBa^ 

3 gjfcjp-r. 

[0 0 8 6] $3gl>t>v AttSK-BR-3*ffl&©i!ffl8& 
ftBVlfrbO* i&BttSK-BR-3«B)B©JSSaE^ 
&©, -en-encD^gttB&^fcU l/->atiNMS 

W->btt#'J*n-:HI^#Ab-l£, 
cttJj?U^D-±;PSi«:pAb IS, U->d\tt/i? 
a— S V2-6lrS. l^->e tt#5£9He/ 
^O-^ffiffcGFD-OA-p 1 8 5- ^-#1^ 
n^-T. 0<DAtC^VtSMfet)=ft9ltt, SK- 

BR-3 8N®5WS?$ia>5© [" 6 S] v/XtO-CSI 
Lfcc-erbB-2 afiTg4&©fc£ttJ8£^U 0 
©Bt^lt-5efe*=ftWtt. SK-BR-3iBM&©Jffl 

8&#&$a^©8abfcga©^tt28£7K-r. 
[oo8 7]rhj:o* c s 5 sj ->xx< >gf8£n 

TV^SK-BR-3aiEfcfe^T. 4:3©Mft£Si;c 

- e r b b - 2 jae^jg^ta^^iaaaa^^+^^s 

1 8 5 0 0 0©A>F£H/£Lfc (HCDAOl^— >b~ 
U->emm . :3*>©##l4ttft 
A>H*tNMSIC«fct3T^ffi$n/£: (0©A©l'->a 
#BB) . NMStt [» s S] S'X^-f >Tg®U£c- 
e r bB-2atK^g«>T*-5Ct«r^bT^<5A>}< 



&Bl¥7-5 9 5 88 

[» s S] ->X5"-f >g^SK-B 
R-3jfflg&fc£oT^KL;fcJg88m^Urcfc€f. * 

- if H^-rx *^**->^*^a5»*saar-5 c - 

e r b B - 2 ite^gftCSH-* 2 J' n-** 

NMS (0OB©W>a) itttSLfctS, 

oBoi/->bti/->c#D . vfthizifizmim 

SMt^liii c - e r b B - 21^^/^ D-t 
S V 2 - 6 1 T t^m<0=E J 9 U—±)Vtii#G 
FD-OA-p 1 85-llt 4s.k-?-l 10000©» 
^S£*OftS«&/OF£ftl&fcilB3ttfc (0©B© 
l/->dil/->eW. ^©ISflic-erbB- 

2 m&T m®mm&&m<s k-br-3 aaBact ^ t 

[0 0 8 8] <3>-4&ffiSM*:tSK-BR-3lB8Ba£:A 
-4 3 l8Btefc«fcoTSJfiUfc£*»t+«> [* 5 S] -> 

A-4 3 lfflI8fc<fcoTg£UfcEGFRM3gatz: 
(DftT&imTZfcMZ. V s S] vT.T-'f >Tg!£ 
LfcSK-BR-3£A-4 3 1 |ffl|ja£ 5 %#U 7£U 

Hy;p*ffl^fcSDs-PAGEj;o»*TUfe. 

[0 0 8 9] •?-©&££, JMBtSKT. 

[0 0 9 0] £4H4>, AttSK-BR-3Ifi«, * 

itBttA-4 3 imm\z£.-2Tmuvtz®mfc*>(» [ 

T©ft£itl$©*S*£St-. Eim. l/->A©attNM 
S £*ffifl&#»?«j©KJ&£> ^->A©BKt#$£ipi© c - 
e r b B - 2 jte^ggj* / ? a—)-)l^G F D - O 
A- p 1 8 5 - 1 £»ilfi#fl?«!)©EJS^ k->A©c 
ttN MS £££«©£&£, k->A©dtt*5S^/ 
?a-:*-;MK#GFD-OA-p 18 5-1 tiSHSJc© 
-t-tl-en^-r. Sfcl'-^BOatetrlEGFR 

b ttfaE G F R^E/ ? O-^Mfiffci: ©Jg«i£©K££ 

-en^n^-r. Kfc0©Afc*tt^nfe»)H#iwttc- 

e r bB-2jteTS«)S. eftf£^IJc-erb 

B-2ise^0^pi^gess*u 0©Bfc*it^n 

J&O^SJUEGFRS, HB&£*81ttEGFRHlg 

[0 0 9 1] ±|20«tD> [* 8 S] ->Xx-f>ttt> 
ICSK-BR-3ifflK©mra^TGFD-OA-p 

18 5-1 T^?tiS-r-5n> Htt, «k0 * U 

ofc (0©A©V->d#B8) . 5%^>JTf J;P75 

HyjWS D S -PAGEfcioT. J£g«p©!ftJ|6<jfcA 

>F»^fi©***««i iooo o^sttt^nfc. 

^©SH^SaU 1 0 0 0 0©gSS:p 1 

1 0i&£Lfc. 
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[0 0 9 2] «ffl&#fl?<P©c-e r bB-2Se^©/t 
>Fitfctfcbfc££. £©/OF©&lt&«tttt*3£a< 

p 1 1 o©-- zxo^uhoiim^nxmms. 

+ K#i&$nT^£t : PfilT£5. £££©*§*«, c 
- e r b B - 2 &£^i£®r©«l«§fl. FjW >£&trr* 
»J©fi c - e r b B - 2S£^©8j*/ * u—)-)Vtt# 
TJ&-5SV2-6 1 T&<^fci£t>R«fcil8*a<#S 
tf^fiAM 2 0 0 0 £fct3A*> F**g« £ 
n (00A©l/->d#i) , -enttNMSCJ;oTt> 
&ffl3nfc ©30OAiB©l/->a«) . #3891 i0 

±ffln>F©3SSIfitt» ftBSB3©-f >*^- 
5^3 >T?±#Ufcltnifb, £©/*> Ftt##JI«IA'> 
FfcJifcLfc. A-4 3 iailiatr<t^tt^«Ttt. # 
^Pfil 1 5 0 0 O0g-<f X£#OEGFRWggBK# 
Utasnfc (0©B©W->b#iS) . 
[00 9 3] 

immm 4 ] c-erbB-2 Jlfc^jgigj* 
WSa^C^-r^GFD-OA-p 185-l©iS 
SK-BR-3«fflB&tt=t. A-549ffllStt. PC-9 

»sa^L u - 6 5»*£fflv>t. n 20 

-tJ^GFD-OA-p 1 8 5 - 1 ©«88&®«Ste 

©£-«t£&t*Lfc. 

[0 0 9 4] ±fBA-5 4 9*HjB8c (t MfirfiSMflatt : 
ATCC CCL185, [Giard, D. J. . e 
t a 1. , J. Nat. Cancer Inst., 

5 1 . 1417-1423 (197 3)]) iPC-9 
MM* (t hfflBMBtt : [Kinjo, M. , Ok 
a, K. . et al. , Br. J. Cancer, 
9., 15-23 (1 9 7 9) ] ) It c-erbB-2 

ag^^^bx^o. *fcLu-6 5ifflaa» (thB* 30 

WimffF. : [Yamad a, T. , et a 1. , J p 
n. J. Cancer, Res. , 7 6 , 9 6 7-9 9 

6 (1 98 5)] », mm&=?<Dmm<Dt£^ztimt> 

[0 0 9 5] ±fB4aS©«t*:£5%FCS£-&£rR 
PMI-164 0tgm<t>(D2 4Vjl)17U— 
it. SK-BR-3l8atLu-6 5iiatt4. 5X1 

0 4 (i/^x;P©SSC, *fcA-5 4 gssffitpc- 
gflii&fii x i o s m/vx)Mo®mztiz&omx-H 

MGFD-OA- P185-1O100 w gSgJ^S 
gj»U 0 0*tgg6/ml t^^<t5tm^ 2 4, 4 
8Rtf7 2R#W©W--f Z-UT-Jf? 

4. 4 8Rtf7 2^fKC0K^>+au^-Hyfc. tt? 

&3ieifrfc-Dfc. a> 
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[0 0 9 6] 5 SfcjRT. KH«P, 

(1) tt^WO^/^n-^VfitfrGFD-OA-p 

185-1 ©&g8aBjja#»c*t-r*i8ifia»£> fcim 

(2) »3>hD-;Koaiifisc«st)i-. mm. 

[0 0 9 7] &0«|;D, #8E©*/?n-:>-;i/tt#G 
FD-OA-p 185-ltt. c-erbB-2fifif 
«fe$r^ST-5SK-BR-3WStA-5 4 9»Sa© 
-f >lf ba-V<D®fc£%mzmMVTc. £ifc. c-er 

b b - 2 ®e^g«!i*^ c < p c - 9 sbis©j£ 

nfcfttffirettfc^ofc. La>Lfcrt<&, c-erbB 

- 2 a^T«4!5*fE^Lfev>L u - 6 5ama©fi£fitt# 

[0098] ±£8*<fctK c-e rbB-2fifc^g 

#GFD-OA-pl8 5-lB, -f >H FnfcfcttS 
ffi*fflffift©ifMfcWl,TM«&*£*U ■ftlBttltifet 

■r 5 fcjiwgittsiiJi&iggffitt £ *rr * c 

[0 0 99] 

[&&§#] 5] ^giffii^fi^W 
^WO^/^n-^l/gi^G FD-OA-p 185- 

[0 10 0] BPS, &S5*g ttctt) A^#fc»&ia«6 
SI 0%*;VvU>T@£bfc«, B3&&$©5?n> 

bit. ABCfcg^l^^-lfifett. fe&JfefiSffi 
JB U&. HfcilEtffflJBOIr^Wi*^?!©*/ * D 
—1-)V$iftG FD-OA-p 1 8 5-l©20tf g£B 

-^-;^#©«t> ►) fc#&J&fiif»©-»r >Zf)V<D®m C«t 

[0101] -€-®«sft&. asai#©B©a^t*58w 

©Ji[c - e r b B- 23fie^WE/ >ru~)-)mfrG 
FD-OA- p 1 8 5 - 1 ^©^SlSUfc^StU 
T, Sg60lt7KT. 
[0 10 2] gES<t0, IDeffiiSffl^t*^©*/^ 

o-±;wet#©^ttiiigttssfe t LTmmnntc. 

[0 10 3] U^U^*t^. iE^fflJ^tt^'<;l'^-> 
9— ^ttftic^^-Cf^aocy ^ n-^-^StfrG F D 

— OA — p 18 5-1 tite^b^ofc. JEtC. 
jfiifSS^fflUfct^. B©ffi«|©f*^IStt^fi^l&tt 
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immm 

[0 1 0 4] E5Wf: 1 
Gi&HD&Z : 6 0 

SOS : -*© 

E^OfflS : teOSS a^DNA 
mm<0®&.: 

4$|&£^Tfi5^ : doraa i n 
#&<£fi : 1 - 6 0 
#f&£ft£bfc:*;ifc : E 

mm: 

CGCGGCTCCG GGGGGC AAGA GGG 
CGAGGAG GAGCCCCCAG CGGCAC 
AAGG CCGCCAGCTC 6 0 

[0105] mm&n: 2 
mm<D&-z : 5 7 
mmom : tm 

M<Dtk : -*® 

mm&mm maim, sudna 
mmatm: 

tmZ&?m%: doma 1 n 
^Ffii&fS : 1 - 5 7 

: E 

mm-. 

GCCCTGGTAG AGGTGGCGGA GCA 
TGTCCAG GTGGGTCTCG GGACTG 
GC AG GGAGCCG 5 7 
[0106] E?>iS# : 3 
E#M>S£ : 6 0 
E59©3! : 1581 

«a©& : -*« 

E*l©Sgi : te©t£Bt MDNA 
E5»J©ftfS : 

4#f&£«-re*t: doma 1 n 
#fc<fcB : 1 - 6 0 

: E 

: 

GGTGACCAGG GCTGGGC AGT GCA 
GCTCACA GATGCCACTG TGGTTG 
AAGT GGAGGCAGGC 6 0 

[0107] mmm^:4 

E5HOS3 : 6 6 

mmom : tm 
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E^OftfS: 

doma 1 n 
#ft&B : 1 - 6 6 
ftf&£ifc£Lfc*ife : E 

mm-. 

GATGAGGATC CCAAAGACCA CCC 
CCAAGAC CACGACCAGC AGAATG 
CCAA CCACCGCAGA 6 0 GATGAT 6 
10 6 

[0108] mm**: 5 
mmo&z : 6 0 
mmom •. m& 

mmvmm ^©g® ^ssdna 

EMOftfS : 

fc&£Stff2#: doma 1 n 
: 1 - 6 0 

20 m$L&&%.vrz%m : E 

E?9: 

TGGAGACCTG GGGGCCTCCT CTT 
CAGAGGG CTCCAGCCCT AGTGTC 
AGGT CCCCACCGCC 60 

[01] m&iR3<D®\zm->ftf3it>nrc. xvirn-i- 

Rt>Z> S D S - P AGE©^*T*-5. 

[02] &mm3<D®\zw,*fiti;t>ntc, xvvu-f- 

ttfc)£S D S -P AGE©^ST&5. 
[03] ^JSW3©@-3fc^fj&bn^ 'yT.T-i 

KlS©«g*S^-r0ffifc«t)S S D S - P A G E <D^M 

[04] nfeW3<D<2>-4\zm->ni3.t>nTz. 
tsK-BR-3mmtA-4 3 immz^xmuv 

a#«Tt?©^SttBR«ro^*&^-r0ffitftt)^ s 

40 DS-PAGEW^&T**. 

[0 5 ] ISiSW 4 KftHfTfcfcnfc, c-erbB-2 
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